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AB Camptothecin analogs, such as I [R2 = H, OH, NH2, acyl, alkoxy, acyloxy, 
etc.; R6 = silyl, silylalkyl, silylalkenyl , silylalkynyl, etc.], were 
prepared for use as antitumor agents. Thus, (±) -lO-amino-7- (tert- 
butyldimethylsilyl) homocamptothecin, a.k.a. DB 90, was prepared via a 
multistep synthetic sequence starting from 4-ethyl-8-methoxy-6- 
(trimethylsilyl) -IH-pyrano [3 , 4 -c] pyridine, tert-Bu bromoacetate, 
l-bromo-3-tert-butyldimethylsilyl-2-propyne, and 4- (tert- 

Butyloxycabonylamino)phenylisocyanate, The prepared homocamptothecins were 
tested for activity against MDA-MB-435 tumorigenic metastatic human breast 
cancer cells. 
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CAPLUS COPYRIGHT 2007 ACS on STN 
1999:455126 CAPLUS 
131:299588 

Novel A,B,E-Ring-Modif ied Camptothecins Displaying 
High Lipophilicity and Markedly Improved Human Blood 
Stabilities 

Bom, David; Cur ran, Dennis P.; Chavan, Ashok J.; 
Kruszewski, Stefan; Zimmer, Stephen G. ; Fraley, 
Kimberly A.; Burke, Thomas G. 

Department of Chemistry, University of Pittsburgh, 
Pittsburgh, PA, 15260, USA 

Journal of Medicinal Chemistry (1999), 42(16), 
3018-3022 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

CASREACT 131:299588 
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AB The camptothecins I (R = Me3CSiMe2, Me3Si; Rl = NH2 , OH, H) were prepared 
starting from enol ether II. A variety of anal, and biophys . methods were 
employed to compare the blood component interactions and blood stabilities 
of I with camptothecin. I are potent topoisomerase I inhibitors that are 
stable not only in the mouse blood but human blood. 
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TITLE: Elimination- and biodistribution studies of 

[14C] dodecylbenzenesulf onate in rats, following low 
dosing in the daily diet and" a single i.p. 
administration 

Lay, Jan P.; Klein, Werner; Korte, Friedhelm 
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Toxicology Letters (1983), 17(1-2), 187-92 
CODEN: T0LED5; ISSN: 0378-4274 
Journal 
English 

14C-labeled dodecylbenzenesulf onate (DBS) [1886-81-3] was administered 
daily in the diet at a concentration of 1.4 mg/kg to rats for 5 wk. From the 
total uptake (1.213 mg/animal) of DBS, 81.8% was 

excreted during the dosing period; 52.4% in the feces and 29.4% in. the 
urine. Low levels of [ 14 C] DBS -derived residues were detected in all 
tissues analyzed on day 35 of the experiment Following 1 wk on normal diet 
only 7.8% of the nominally stored amount of 14C was found in the excreta. 
Single i.p. application of 0.385 mg [14C]DBS/rat (2.26 mg/kg) resulted in 
a total elimination of 94.5% within 10 days; 84.7% of the dose was 
eliminated in the 1st 24 h. All fecal and renal .[14C] DBS -derived activity 
consisted of highly polar metabolites. 
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AB The authors disclose the engineering of the envelope protein of HIV to 
provide a stabilized conformation reflective of the CD4 -bound 
state. In one example, a crystal structure is provided for a 
disulf ide-stabilized gpl20 envelope protein in complex with the 
CD4 -binding site antibody bl2 . 
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AB The authors disclose antibodies, vaccines, and immunogenic 

compns., for the treatment and prevention of HIV infection. In one 
example, , the authors elicit HIV neutralizing antibodies by- 
immunization with gpl20 complexed with NIH3T3 cells transgenic for human 
CD4. 
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A single-cycle vaccine vector based on vesicular 
stomatitis virus can induce immune responses 
comparable to those generated by a 
replication-competent vector 

Publicover, Jean; Ramsburg, Elizabeth; Rose, John K. 
Section of Microbial Pathogenesis, Yale University 
School of Medicine, New Haven, CT, 06510, USA 
Journal of Virology (2005), 79(21), 13231-13238 
CODEN: JOVIAM; ISSN: 0022-538X 
American Society for Microbiology 
Journal 



LANGUAGE : Engl i sh 

AB Live attenuated vaccine vectors based on recombinant vesicular stomatitis 
virus (VSV) are effective in several viral disease models. In this study, 
the authors asked if a VSV vector capable of only a single cycle of 
replication might be an effective alternative to replication-competent VSV 
vectors. The authors compared the cellular immune responses to human 
immunodeficiency virus (HIV) envelope protein 

(Env) expressed by replication-competent and single-cycle VSV vectors and 
also examined the antibody response to Env. The single -cycle 
vector was grown by complementation with VSV G protein and then tested 
initially for immunogenicity when given by four different routes. When 
given by the i.m. route in mice, the authors found that the single-cycle 
vector was equivalent to the replication-competent VSV vector in generating 
high-level primary and memory CDS T-cell responses as well as 
antibody responses to Env. Cellular responses were analyzed using 
major histocompatibility complex class I tetramers and direct 
measurement of cytotoxic T-lymphocyte activity in vivo. The authors also 
found that the recall responses after boosting were equivalent in animals 
vaccinated with replication-competent or single-cycle vectors. Addnl., 
the authors observed recall and heightened memory responses after boosting 
animals with a single-cycle vector complemented with G protein from a 
different vesiculovirus. Because expression of HIV Env by G-deleted VSV 
might allow replication in human cells expressing CD4, the 
authors generated a single-cycle VSV recombinant expressing a secreted 
form of the HIV Env protein. This virus was just as effective as the 
recombinant expressing the membrane -anchored Env protein at producing CDS 
T cells and antibody responses. 
REFERENCE COUNT: 2S THERE ARE 28 CITED REFERENCES AVAILABLE FOR THIS 
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L4 ANSWER 4 OF 19 CAPLUS COPYRIGHT 2007 ACS on STN 
ACCESSION NUMBER: 2004:706206 CAPLUS 

DOCUMENT NUMBER: 141:275960 

TITLE: Identification and characterization of a new 

cross -reactive human immunodeficiency virus type 
1-neutralizing human monoclonal antibody 

AUTHOR (S) : Zhang, Mei-Yun; Xiao, Xiaodong; Sidorov, Igor A. ; . 

Choudhry, Vidita; Cham, Fatim; Zhang, Peng Fei; Bouma, 
Peter; Zwick, Michael; Choudhary, Anil; Montefiori, 
David C; Broder, Christopher C. ; Burton, Dennis R. ; 
Quinnan, Gerald V., Jr.; Dimitrov, Dimiter S. 

CORPORATE SOURCE: Human Immunovirology Group, Laboratory of Experimental 

and Computational Biology, Center for Cancer Research, 
National Cancer Institute-Frederick, Frederick, MD, 
USA 

SOURCE: Journal of Virology (2004), 78(17), 9233-9242 

CODEN: JOVIAM; ISSN: 0022-538X 
PUBLISHER: American Society for Microbiology 

DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

AB The identification and characterization of new human monoclonal 
antibodies (hMAbs) able to neutralize primary human 

immunodeficiency virus type 1 (HIV-1) isolates from different subtypes may • 
help in understanding the mechanisms of virus entry and neutralization and 
in the development of entry inhibitors and vaccines , For enhanced 
selection of broadly cross -reactive antibodies, soluble HIV-1 
envelope glycoproteins (Envs proteins) from two isolates complexed with 
two-domain soluble CD4 (sCD4) were alternated during panning of a 
phage-displayed human antibody library; these two Env proteins 
(89.6 and IIIB gpl40s) , and one addnl . Env (JR-FL gpl20) alone and 
complexed with sCD4 were used for screening. An antibody with 
relatively long HCDR3 (17 residues), designated ml4, was identified that 
bound to all antigens and neutralized heterologous HIV-1 isolates in 
multiple assay formats. Fab ml4 potently neutralized selected 



* 



well -characterized subtype B isolates, including JRCSF, 89.6, IIIB, and 
Yu2. IgGl tnl4 was more potent than Fab ml4 and neutralized 7 of 10 other 
clade B isolates; notably, although the potency was on average significantly 
lower than that of IgGl bl2, IgGl ml4 neutralized two of the isolates with 
significantly lower 50% inhibitory concns. than did IgGl bl2 . IgGl ml4 
neutralized four of four selected clade C isolates with potency higher 
than that of IgGl bl2. It also neutralized 7 of 17 clade C isolates from 
southern Africa that were difficult to neutralize with other hMAbs and 
sCD4 . IgGl ml4 neutralized four of seven primary HIV-1 isolates from 
other clades (A, D, E, and F) much more efficiently than did IgGl bl2 ; for 
the other three isolates, IgG bl2 was much more potent. Fab ml4 bound 
with high (nanomolar range) affinity to gpl20 and gpl40 from various 
isolates; its binding was reduced by soluble CD4 and antibodies 
recognizing the CD4 binding site (CD4bs) on gpl20, and its footprint as 
defined by alanine- scanning mutagenesis overlaps that of bl2 . These 
results suggest that ml4 is a novel CD4bs cross -reactive 
HIV-1 -neutralizing antibody that exhibits a different inhibitory 
profile compared to the only known potent broadly neutralizing CD4bs human 
antibody, bl2, and may have implications for understanding the 
mechanisms of immune evasion and for the development of inhibitors and 
vaccines. 
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AB (A) Pharmaceutical composition for treating/preventing HIV comprising (i) a 
polynucleotide encoding HIV envelope protein 
. and (ii) a polynucleotide encoding CD4 receptor protein or; (i) 



a polynucleotide encoding HIV envelope protein 

and (ii) a CD4 receptor protein or; a fixed cell expressing an 

HIV envelope protein complexed with a 

CD4 receptor protein also disclosed are (B) pharmaceutical compns. 

for treating/preventing HIV comprising an antibody 

immunospecif ic for a fixed cell expressing an HIV 

envelope protein complexes with a CD4 

receptor protein. The binding of the CD4 to the HIV 

envelope protein, i.e. gpl20 (or gpl60) , exposes hidden 

epitopes that may be used as targets in immunotherapies; the presentation 
of the gpl2 0 and CD4 in the present forms is said to overcome 
problems with prior art soluble gpl20-CD4 complexes. 

Also disclosed are genetic vectors encoding and expression HIV-1 gpl20 and 
CD4 or their fusion protein for treating T or CD4+ T 
cell -mediated immune diseases and inflammation. 
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AB The present invention relates, in general, to an immunogen and, in 
particular, to an immunogen for inducing antibodies that 
neutralize a wide spectrum of HIV primary isolates. The invention also 
relates to a method of inducing anti-HIV antibodies using same. 
In one example, the immunogen comprises a fusion protein of complement 
C3d, HIV envelope protein, and IgG Fc 



fragment . 
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AB The invention relates to chimeric mols. comprising a virus coat sequence 
and a receptor sequence that can interact with each other to form a 
complex that is capable of binding a co-receptor. Such chimeric 
mols. therefore exhibit functional properties characteristic of a 
receptor- coat protein complex and are useful as agents that 
inhibit virus infection of cells due to occupancy of a co- receptor present 
on the cell. In particular aspects, the chimeric polypeptide includes an 
immunodeficiency virus envelope polypeptide, such as that of HIV, SIV, 
FIV, FeLV, FPV and herpes virus. The coat protein is e.g. HIV 
envelope protein or gpl2 0, and the receptor is e.g. 
CD4 D1D2 domains and CD4M9 sequence. 
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DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

AB This study describes a novel method for improving the specific 

recognition, detection, and identification of proteins involved in 

multiprotein complexes. The method is based on a combination of 

coimmunopptn. , chemical crosslinking, and specific fluorescent tagging of 

protein components in close association with one another. Specific 

fluorescent tagging of the protein complex components was 

achieved using the cleavable, fluorescent cross -linker sulfosuccinimidyl 

2 - (7-azido-4 -methylcoumarin-3 -acetamido) ethyl- 1, 3 ' -dithiopropionate 

(SAED) . Following dissociation and . separation by SDS-PAGE, the f luorescently 

tagged proteins are then visualized by UV illumination, excised, and, 

following in-gel digestion, identified by mass spectrometry. In this 

study, a complex of the HIV- envelope 

protein gpl2 0 and its cellular receptor CD4 was used as 

a model system. The sensitivity of detection of fluorescent SAED- labeled 
proteins in SDS gels, and the sensitivity of the mass spectrometric 
identification of fluorescent proteins after in-gel digestion, is in the 
range of a few hundred femtomoles of protein. This sensitivity is 
comparable to that achieved with silver- staining techniques, but 
fluorescence detection is protein independent and no background 
interference occurs. Furthermore, fluorescence labeling is significantly 
more compatible with mass spectrometric identification of proteins than is 
silver staining. The first application of this strategy was in the 
investigation of the mechanism of spermiation, the process by which mature 
spermatids sep. from Sertoli cells. For the coimmunopptn. experiment, an 
antibody against paxillin, a protein involved in spermatid-Sertoli 
cell junctional complexes, was used. More components of the 
paxillin protein complex were visible by fluorescence detection 
of SAED- labeled proteins than were visible on comparable silver- stained 
gels. Mass spectrometric anal, of the f luorescently labeled proteins 
identified integrin a6 precursor as a protein associated in a 
complex with paxillin. The identification of integrin a6 
precursor was confirmed by Western blot anal, and verifies the 
applicability of this novel approach for identifying proteins involved in 
protein complexes. 
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AB Prednisolone slows the loss of CD4 T cells in individuals with 

human immunodeficiency virus (HIV) disease and inhibits antigen- induced 
apoptosis of recently HIV-infected CD4 cells in vitro. This 
study investigated whether dexamethasone inhibits the ability of 
macrophages to delete CD4 T cells via anti-CD4 
antibody or immune -complexed HIV envelope 

protein gpl20. Peripheral blood mononuclear cells from HIV-neg. 
persons were incubated with CD4 -reactive ch412 monoclonal 
antibody or with gpl20/IgG immune complexes and resident 
macrophages, with and without dexamethasone. Dexamethasone inhibited 
CD4 cell deletion in a dose -dependent manner. The deletion of 
normal CD4 cells by macrophages from HIV-infected patients also 
was inhibited by dexamethasone. Furthermore, up-regulation of CD95 
expression on T c.ells exposed to anti-CD4 and gpl20/lgG, which 
predisposes T cells to CD95 -mediated apoptosis, is inhibited by 
dexamethasone in a dose -dependent fashion. Dexamethasone inhibits the 
macrophage -mediated deletion of CD4 lymphocytes in HIV-infected 
persons . 

REFERENCE COUNT: 15 THERE ARE 15 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L4 ANSWER 10 OF 19 CAPLUS COPYRIGHT 2007 ACS on STN 
ACCESSION NUMBER: 1999:400785 CAPLUS 

DOCUMENT NUMBER: 131:213014 

TITLE: The implication of the chemokine receptor CXCR4 in 

HIV-1 envelope protein- induced apoptosis is 
independent of the G protein-mediated signaling 

AUTHOR (S) : Blanco, Julia; Jacotot, Etienne; Cabrera, Cecilia; 

Cardona, Ana; Clotet, Bonaventura; De Clercq, Erik; 
Este, Jose A. 

CORPORATE SOURCE: Institut de Recerca de la SIDA-Caixa, Laboratori de 

Retrovirologia, Hospital Universitari Germans Trias i 
Pujol, Catalonia, Spain 

SOURCE: AIDS (London) (1999), 13(8), 909-917 

CODEN: AIDSET; ISSN: 0269-9370 

PUBLISHER: Lippincott Williams & Wilkins 

DOCUMENT TYPE: Journal 
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AB Objective: The envelope glycoprotein complex (gpl20/gp41) n of 

HIV-1 is one of the viral products responsible for increased apoptosis in 
HIV infection. Here the role of the chemokine receptor CXCR4 in HIV-1 
. envelope protein- induced apoptosis was investigated. Methods: Apoptosis 
occurring in cocultures of chronically HIV-1 IIIB- infected cells with 
CD4 target cells expressing the CXCR4 receptor was quantified by 
terminal deoxynucleotidyl transferase dUTP nick end labeling (TUNEL) or 
propidium iodide staining followed by fluorescent antibody cell 
sorting, which allows the evaluation of single-cell killing. Moreover 
global (single cell- and syncytium-associated) apoptosis was quantified by a 
new radioactive TUNEL-derived assay. Results: By using these different 
techniques it was shown that single and syncytium- forming CD4 T 
cells die by apoptosis upon contact with envelope protein expressing cells 
independently of viral replication. Moreover, both the CXCR4 agonist 
SDF-la, and the antagonist AMD3100, showed inhibitory effects on 
HIV-1 envelope protein- induced apoptosis in the CD4 T-cell 
subset of peripheral blood mononuclear cells and CD4 cell lines. 
CXCR4 signaling- induced by HIV-1 envelope proteins in CD4 T 



cells was not detected. Furthermore, it was shown that envelope 
protein- induced apoptosis can occur after treating target cells with the 
Gi -protein inhibitor pertussis toxin. Conclusions: Evidence is provided 
for a role of CXCR4 in the mechanisms of HIV envelope 
protein- induced pathogenesis, contributing to selective 
CD4 cell killing. The results suggest that CXCR4 is involved in 
HIV-l-induced apoptosis; however, this role does not appear to involve 
G-protein-mediated CXCR4 signaling. 
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In this report, the authors examined early mechanisms mediated by 
HIV envelope protein on CD4+ T-cells leading 

to their apoptosis. Apoptosis was measured following priming of CD4+ 
cells with envelope-transf ected HeLa cells and subsequent activation by 
pokeweed mitogen or with anti-CD3 antibodies, 
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Humic acids are natural constituents of soil and ground water and mainly 
consist of mixts. of polycyclic phenolic compds. A similar 
complex of compds. with a mean size of about 1000 Da, designated 
HS-1500, was synthesized by oxidation of hydroquinone. HS-1500 inhibited 
HIV-1 infection of MT-2 cells with an IC50 of 50-300 ng/mL and showed a 
mean cell toxicity of about 600 ^ig/mL. Inhibition of HIV-induced 
syncytium formation was observed at 10-50 lag/mL. Treatment of free and 
cell -attached HIV with HS-150 0 irreversibly reduced its infectivity, 
whereas the susceptibility of target cells for the virus was not impaired 
by treatment prior to infection. The HIV envelope 
protein gpl20SU bound to sepharose- coupled HS-1500 and could be 
eluted by high salt and detergent. HS-1500 interfered with the 
CD4- induced proteolytic cleavage of the V3 loop of virion gpl2 0SU. 
Furthermore, binding of V3 loop- specific antibodies was 
irreversibly inhibited, whereas binding of soluble CD4 to gpl2 0SU 
on virus and infected cells was not affected. In conclusion, our data 
suggest, that the synthetic humic acid analog inhibits the infectivity of 
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Broder, Christopher C; Hoxie, James A.; Mascola, John 

; Doms, Robert W. 
Pennsylvania , Phi ladelphia , 



PA, 



R. ; Earl, Patricia L. 
Dep . Pathology , Uni v . 
19104, USA 

Journal of Virology (1996), 70(2), 753-62 
CODEN: JOVIAM; ISSN: 0022-538X 
American Society for Microbiology 
Journal 
English 

The humoral immune response to human immunodeficiency virus type 1 (HIV-1) 
is often studied by using monomeric or denatured envelope proteins (Env) . 
However, native HIV-1 Env complexes that maintain quaternary 
structure elicit immune responses that are qual . distinct from those seen 
with monomeric or denatured Env. To more accurately assess the levels and 
types of antibodies elicited by HIV-1 infection, the authors 
developed an antigen capture ELISA using a soluble, oligomeric form of 
HIV-IIIIB Env (gpl40) that contains gpl20 and the gp41 ectodomain. The 
gpl40, captured by various monoclonal antibodies (MAbs) , 
retained its native oligomeric structure: it bound CD4 and was 
recognized by MAbs to conformational epitopes in gpl20 and gp41, including 
oligomer-specif ic epitopes in gp41. The authors compared the reactivities 
of clade B and clade E serum samples to captured Env prepns. and found 
that while both reacted equally well with oligomeric gpl40, clade B sera 
reacted more strongly with monomeric gpl2 0 than did clade E samples. 
However, these differences were minimized when gpl20 was captured by a V3 
loop MAb, which may lead to increased exposure of the CD4 
binding site. The authors also measured the ability of serum samples to 
block binding of MAbs to epitopes in gpl20 and gp41. Clade B serum 
samples consistently blocked binding of oligomer- dependent MAbs to gp41 
and, to a slightly lesser extent, MAbs to the CD4 binding site 
in gpl20. Clade F serum samples showed equivalent or greater blocking of 
oligomer-dependent gp41 antibodies and considerably less 
blocking of CD4 -binding- site MAbs. Finally, the authors found 
that <5% of the antibodies in clade B sera bound to epitopes 
present only in monomeric gpl20, 30% bound to epitopes present in both 
monomeric gpl20 and oligomeric gpl40, and 70% bound to epitopes present in 
oligomeric gpl40, which includes gp41. Thus, captured oligomeric Env 
closely reflects the antigenic characteristics of Env protein on the 
surface of virions and infected cells, retains highly conserved epitopes 
that are recognized by antibodies raised against different 
clades, and makes it possible to detect a much greater fraction of total 
anti-HIV-1 Env activity in sera than does native monomeric gpl20. 
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Human immunodeficiency virus type 1 envelope protein 
does not stimulate either prostaglandin formation or 
the expression of prostaglandin H synthase in THP-1 
human monocytes/macrophages 

Hui, Rutai; Curtis, John F.; Sumner, Martina T. ; 
Shears, Stephen B.; Glasgow, Wayne C . ; Eling, Thomas 
E. 

Lab. Cell. Mol. Pharmacol., Natl. Inst. Environ. 
Health Sci., Research Triangle Park, NC, 27709, USA 
Journal of Virology (1995), 69(12), 8020-6 



CODEN: JOVIAM; ISSN: 0022-538X 
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DOCUMENT TYPE: Journal 
LANGUAGE : English 

AB Prostaglandin E2 is observed at elevated levels during human immunodeficiency 
virus (HIV) infection and thus may contribute to the HIV-dependent 
immunosuppression. The mechanisms responsible for this increase are not 
understood. Evidence indicates that the viral envelope proteins perturb 
membrane signaling mediated by the CD4 receptor, suggesting that 
the free envelope protein and/or the intact virus may be responsible for 
the increase in prostaglandin E2 levels. In this study, we have used 
THP-1 human monocytes and THP-1 cells differentiated by 

12 -0-tetradecanoylphorbol- 13 -acetate treatment into macrophages to determine if 

the HIV envelope protein, gpl20, or an anti- 

CD4 receptor antibody stimulates prostaglandin formation 

by interacting with the CD4 receptor. Incubation of THP-1 cells 

with 0KT4A antibody greatly stimulated the CD4-p56lck 

receptor complex as estimated by enhanced p561ck 

autophosphorylation, while the gpl20 gave small but significant responses. 
Monocytic THP-1 cells poorly metabolized arachidonic acid to prostaglandin 
E2 and thromboxane B2 as measured by high-pressure liquid chromatog. anal. 
Western blot (immunoblot) and Northern (RNA) blot analyses revealed that 
unstimulated monocytes expressed little prostaglandin H synthase 1 and 2 
(PGHS-1 and -2) , Incubation of the monocytes with lipopoly saccharide, 
0KT4A, or gpl20 did not increase the formation of prostaglandins. The 
expression of PGHS-1 or PGHS-2 was also not increased. Differentiation of 
the monocytes to macrophages by 12 -O-tetradecanoylphorbol- 12 -acetate 
treatment resulted in increased expression of PGHS-1 and increased 
formation of prostaglandins compared with that for the monocytes. 
Lipopolysaccharide stimulation of the macrophages increased the formation 
of prostaglandins and increased the expression of PGHS-2 in the 
macrophages. However, 0KT4A or gpl20 preparation, at concns . that stimulated 
p561ck autophosphorylation, did not enhance the formation of 
prostaglandins or the expression of PGHS-1 or PGHS-2. 0KT4A and gpl20 
also did not stimulate the release of arachidonic acid, indicating that 
phospholipase A2 was not activated by the CD4 receptor in either 
the THP-1 monocytes or macrophages. These results indicate that 
activation of the CD4-p561ck receptor signal transduction 
pathway by the HIV envelope protein does not 
increase prostaglandin formation. 
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AB The HIV envelope protein, gpl20 binds to the 

CD4 cell surface protein and thereby the virus enters T4 helper 
lymphocytes. This process of virus entry might be associated with 
presentation of unique epitopes of the gpl2 0 that become revealed only as 
a result of virus binding to its target cell. The purpose of this 
research has been to identify cryptic epitopes that become accessible due 
to induced conformational changes that result from that complex 
formation of gpl20 with CD4 . Thus CD4/gpl20 
complexes have been used to immunize mice and monoclonal 



antibodies have been generated. At least 7 antibodies 

have been identified as having preferred affinity for the above 

complex. These antibodies are now being characterized. 

They represent 3 distinct epitopes as has been determined by competitive ELISA 
assays. Moreover, using a syncytium assay they have been evaluated for 
their neutralizing activity. 
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The mixotope: a combinatorial peptide library as a T 
cell and B cell immunogen 

Estaquier/ Jerome; Gras-Masse, Helene; Boutillon, 
Christophe; Ameisen, Jean-Claude; Capron, Andre; 
Tartar, Andre; Auriault, Claude 

Cent, Immunol, maladies transmissibles allergiques, 
INSERM, Fr. 

European Journal of Immunology (1994), 24(11), 2789-95 
CODEN: EJIMAF; ISSN: 0014-2980 
VCH 

Journal 
English 

The authors report a new approach in peptide vaccine strategy based on 
combinatorial synthesis. A library of 7.5 + 105 related peptides, 
termed mixotope, was derived from the sequence of the third hypervariable 
domain (V3 loop) of the human immunodeficiency virus (HIV) 
envelope protein. This preparation induced a strong immune 
response in all syngeneic and outbred rodents tested. The response 
directed against the mixotope' included antibodies, CD4 
+ T helper cells (THl and TH2) and CD8+ T cells. In rodents immunized 
with the mixotope, the T cell response directed against individual V3 
peptide sequences (BRU, MN, RF, SF2, and ELI) as measured by T cell 
proliferation and interleukin (IL) -2 production, was found to be major 
histocompatibility complex haplotype - dependent . However, addnl. 
expts. performed in mice indicated that selectivity was less restrictive 
when using IL-3 secretion to explore T cell activation. This 
combinatorial antigen could be considered as a series of agretopic motifs 
framing a multiplicity of closely related epitopes for T cell recognition 
and able to elicit a T cell and B cell repertoire. This new construct may 
therefore provide a basis for the design of future vaccine strategies. 
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Deletion of T lymphocytes in human CD4 transgenic mice 
induced by HIV-gpl20 and gpl20- specific 

antibodies from AIDS patients 

Wang, Zhi-qin; Orlikowsky, Thorsten; Dudhane, Anita; 
Mittler, Robert; Blum, Michelle; Lacy, Elizabeth; 
Riethmueller, Gert; Hoffmann, Michael K. 
Dep. Microbiology Immunology, New York Med. Coll., 
Valhalla, NY, 10595, USA 

European Journal of Immunology (1994), 24(7), 1553-7 
CODEN: EJIMAF; ISSN: 0014-2980 
Journal 
English 

CD4, a T cell receptor for major histocompatibility 
complex class II antigen, is a key regulator of Immunol, 
reactivities. When engaged together with the T cell antigen receptor, 
CD4 enhances immune reactions, whereas when ligated independently 
of the antigen receptor CD4 inhibits the activation of T cells 
or initiates their deletion. CD4 serves also as a receptor for 
the human immunodeficiency virus (HIV) , which binds the receptor with high 
avidity through its envelope mol., gpl20. Studies in tissue culture have 
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shown that its affinity to CD4 gives the virus opportunities to 
utilize CD4 -mediated signaling and to manipulate immunocytes. 
The authors show here in human CD4 transgenic mice that 
appropriately cross -linked HIV envelope 

protein causes massive deletion of HIV-reactive T cells in vivo. 
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AB Human T cell glycoprotein CD4 binds to class II MHC mols. and to 
HIV envelope protein gpl20. CD4 and 

synthetic peptides corresponding to amino acid residues 21-49 of the first 
extracellular domain of CD4, also bind Ig and, with greater 
avidity, antibody.:Ag complex. The authors 

investigated the effect of CD4 synthetic peptides on the binding 

and uptake of human Ig by monocyte /macrophage U937 cells. A synthetic 

peptide corresponding to amino acid residues 21-4 9 enhanced binding to 

U937 cells of both aggregated and nonaggregated Ig. The enhancement was 

concentration dependent, occurred both in normal and low ionic strength 

conditions, and varied with the time and the temperature of the preincubation 

step. The enhancement was maximal after preincubation for 3 h at 

37°. A peptide concentration of 20 |ig/mL was sufficient for optimal 

binding of both nonaggregated and aggregated Ig. CD4 peptide 

21-49 also enhanced binding of Ig to Staphylococcus aureus protein A. 

These studies open a new perspective in the way monocyte /macrophage cells 

handle Ig, antibody:Ag, or Id:anti-Id complex, in 

particular when present at threshold amts. in a nonpptg. form, 
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AB T cell glycoprotein CD4 binds to class II major 

histocompatibility mols. and to the human immunodeficiency virus ( 
HIV) envelope protein gpl20. Recombinant 

CD4 (rCD4) bound to polyclonal immunoglobulin and 39 of 50 (78%) 

human myeloma proteins. This binding depended on the Fab and not the Fc 

portion of Ig and was independent of the light chain. Soluble rCD4 , HIV 

gpl2 0, and sulfated dextrans inhibited the CD4-Ig interaction. 

With the use of a panel of synthetic peptides, the region critical for 

binding to Ig was localized to amino acids 21 to 38 of the first 

extracellular domain of CD4 . CD4 -bound 

antibody (Ab) complexed with antigen approx. 100 times better than 

Ab alone. This activity may contribute to the Ab-mediated enhancement of 

cellular HIV interaction that appears to depend on a trimol. 

complex of HIV, antibodies to gpl20, and CD4 . 
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